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Table 1. Background of patients

Clinical pharmacology 7 days’ treatment 3 days’ treatment
Study
study study study
No. of patients (%) 11 31 24
male 3 (27.3) 21 (67.7) 11 (45.8)
Sex
female 8 (72.7) 10 (32.3) 13 (54.2)
16~19 0 0 0
20~29 7 (63.6) 9 (29.0) 7 (29.2)
30~39 3 (27.3) 4 (12,9 2 (8.3)
40~49 1 9.1 9 (29.0) 2 (8.3)
50~59 0 6 (19.4) 9 (37.5)
60~64 0 0 2 (8.3)
65~69 0 2 (6.5) 2 (8.3)
Age (yr) 70~74 0 1 (3.2 0
75~ 0 0 0
<65 11 (100.0) 28 (90.3) 22 (91.7)
65= 0 (0.0) 3 9.7 2 (8.3)
mean = S. D. 28.5+5.87 41.6+14.19 44.5+16.31
minimum 21 20 20
maximum 41 71 66
) mean = S. D. 55.00+12.174 59.35+11.154 56.71 +8.573
Body weight .
(ke) minimum 45.0 45.0 43.0
& maximum 88.0 108.0 75.0
Inpatient inpatient 0 (0.0) 1 (8.2) 0 (0.0)
or outpatient outpatient 10 (90.9) 29  (93.5) 21 (87.5)
status out+——*in 1 (9.1 1 (8.2) 3 (12.5)
pericoronitis of
4 36.4 — — — —
wisdom tooth ( )
impacted tooth 7  (63.6) — — — —
Di .
18EN0SIS periodontitis — — 13 (41.9) 5 (20.8)
pericoronitis — — 3 9.7 4 (16.7)
osteitis of jaw — — 15 (48.4) 15 (62.5)
mild 11 (100.0) 6 (19.4) 7 (29.2)
Infection severity moderate 0 18  (58.1) 14  (58.3)
severe 0 7 (22.6) 3 (12.5)
5 45.5 26 83.9 22 91.7
Medical history ne (45.5) (85.9) (91.7)
yes 6 (54.5) 5 (16.1) 2 (8.3)
o no 8  (712.7) 25  (80.6) 14 (58.3)
Complication
yes 3 (27.3) 6 (19.4) 10 (41.7)
Pre—study no 11 (100.0) 23 (74.2) 16  (66.7)
chemotherapy yes 0 8 (25.8) 8 (33.3)
. no 0 0 0
Concomitant drug
yes 11 (100.0) 31 (100.0) 24 (100.0)
. no 11 (100.0) 0 0
Surgical treatment
yes 0 31 (100.0) 24 (100.0)




Table 2. Drug concentrations in plasma, gingiva and extraction wound fluid, and distribution rates
Per protocol X Distribution rate
X Drug concentration . R
population (Tissue or fluid/plasma)
time after time after L time after extraction L . .
. . . plasma .. . gingiva . i ) gingiva extraction fluid
Patient no. administration administration administration fluid
(h: min) (ng/mL) (h: min) (ng/g) (h: min) (ug/mL) (ng/mL) (ng/mL)
1 4:19 0.548 4:19 0.670 4:19 0.324 1.223 0.591
2 3:45 0.587 3:45 1.110 3:45 0.751 1.891 1.279
3 6:10 0.444 6:05 1.000 6:05 0.258 2.252 0.580
4 3:30 2.060 3:25 1.400 3:25 1.197 0.680 0.581
6 2:20 0.276 2:15 1.180 4:45 0.203 4.275 0.734
7 4:50 0.258 4:45 1.250 3:35 1.183 4.845 4.587
8 3:35 0.615 3:20 6.650 4:05 3.537 10.813 5.751
9 4:05 0.209 4:05 2.150 5:06 2.273 10. 287 10. 877
10 5:10 0.132 5:06 0.127 3:15 0.133 0.962 1.005
11 3:20 0.269 3:15 1.170 3:35 0.967 4.349 3.595
12 3:40 0.260 3:35 2.160 3:52 1.643 8.308 6.321
Number of cases 11 11 11 11 11
Mean 0.5144 1.7152 1.1334 3.3346 2.2035
S.D. 0.53827 1.73583 1.03953 — —
Minimum 0.132 0.127 0.133 — —
Median 0.2760 1.1800 0.9670 — —
Maximum 2.060 6.650 3.537 — —
95% confidence
interval 0.1527, 0. 8760 0. 5490, 2. 8813 0.4351,1.8318 1.0116,11.6879 0.7846,7.5916
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oo TEL #EE & AT (MR £ 72 (2 30ok 8l e & i b
TEL #F / i4E+h TEL i) % Table 2 (2R L7z

TEL #% 5- % 3~6 I} [ o Ifl % v TEL # & @ *F 35 1%
0.51 ug/mL, AR T TEL 8 O 4513 8 KW 1.72
ug/g, WHAIEiH 113 ug/mL Th - 720 &b, B
ITEIERIA 8.33, TReRAIIT K 2.20 TH - 72,
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WFGRIEG & L 7zo B PR IR SR LR 2 5 6, B
PR S 4 B, FAR 15 BITH - 72,
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7 HE$ G-k L O3 H M 5-3BR1C B 1 % ERIRRD
FIRHT R R B0 BE T 5% Table 118 L7z,

7 HERGREBRICBVWTIE, B 2161E 67.7% %
H @, 65 A BHEA90% LLETH -7z,

3 HM#G-REBICBWTIE, YaasEe 116, &bk
13FIEIZIEFAETH Y, 7HEES R L 90%
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7 HRERGRERICBIT S 3 HEBLO T HEOF S
WX BERAN DO EA R % Table3, 3 HEE 7 HE
DOFFE IS X 2 BRI R E DR 45FE % Table 4 12R
L7ze 7 HI$GRBRICBT % 3 HROBRRRIE, #
Hrxk SRE B 31 Bl [ #h] 1961, A% 9BITH Y,
Hxh#1$90.3% (28/31) THotzo T72, THHODNE

Table 3. Clinical efficacy in 7 days’ treatment study
Marked]; Not Effi
Assessment ar e, Y Effective 0, Total reacy

effective effective rate
By scoring of symptoms at 7 26 0 31 31/31
days after treatment initiation (83.9%) (16.1%) (0.0%) (100.0%)
By scoring of symptoms at 3 19 3 31 28/31
days after treatment initiation (61.3%) (29.0%) (9.7%) (90.3%)

Efficacy rate = “markedly effective” + “effective” /total

Table 4. Cross table of clinical efficacy by scoring of symptoms between 3 days and 7 days after treatment initiation 7 days’ treatment study
3 days after 7 days after treatment initiation
treatment initiation | Markedly effective Effective Not effective Indeterminate Total
Markedly effective 19 0 0 0 19
Effective 5 4 0 0 9
Not effective 2 1 0 0 3
Indeterminate 0 0 0 0 0
Total 26 5 0 0 31
Table 5. Clinical efficacy in 3 days’ treatment study
Marked]l Not Effi
Assessment (Population) ar et v Effective 0_ Total Indeterminate leacy
effective effective rate
By scoring of symptoms at 3 13 9 2 94 0 22/24
days after treatment initiation (54.2%) (87.5%) (8.3%) (0.0%) (91.7%)

Efficacy rate = “markedly effective” + “effective” /total
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IREIRE TR 26 61, (%] 5HITHY, AR
100% (31/31) TdH 720 3 HE DK A THEY IR IZZ
LZedrorz 360i&, 7 HBBICAH TH%] Db &fEs
7z,

3 ¥ 5-ABRICBIT 5 3 HIEOFESILIC X B ERAD
ROHER T % Table 5 1R L7z. 3 HEOEKRRI R,
EAT 0 GAE 24 B [2%h] 1361, [H %] 9BITH
D, ARFEIZ91.7% (22/24) TH-7z,

4)  HTEFIIR)R

7 H PG BRI, BRIRRDRIEAT R GRE B 31 B> 9
5, [HEARE] & 3h7 160% K< 30 61 2 MW =1
WA SUER & L, 3 H RS-, R R

BTt G ) 24 151 7 0V 27 B D R ST ) GiE Bl & L 72,
B 4 B9 % - & Table 6 38 X U845 1 B & 35 2k % %
Table 7 1278 L7z 7 HEOMBE MR, TAWH] @
1P % bR < 29 BIApAs [T L HESh, WHEk#E
13 100% (29/29) TdH - 720 F 72, %5 10 JE K& 90
BRIZ 7 HBRIC TR L, Bl B A i 2313 100%
TH-o72

3 HEOME AR R, AW BLU THEARE
D 2B EBNz 22609 B, 21 BIAS THER] &HE
ah, {HEFEIL95.5% (21/22) Tho7z, F72, &5
HIE R 47 BRIk 8 HIRIS_CIEAe L, 43k 1A B 1A
H1X 100% TH o 720

Table 6. Bacteriological efficacy
N Eradicati
Eradication © Superinfection Total Unidentified Unknown Indeterminate radication
change rate
7 days 29 0 0 29 0 1 1 29/29
(100.0%)
3 days 21 0 1 22 0 1 1 21/22
(95.5%)
Eradication rate = eradication/total
Table 7. Eradication rate by isolated bacterial strain
Isolated strain Eradication rate
7 days 3 days
Aerobic bacteria Staphylococcus aureus 1/1
(gram—positive) CNS 1/1
Streptococcus constellateus 11/11 100. 0% 8/8
Streptococcus intermedius 5/5 3/3
Streptococcus mitis 9/9 5/5
Streptococcus oralis 13/13 100. 0% 5/5
Streptococcus salivarius 3/3 1/1
Streptococcus sanguis 1/1
y—Streptococcus 2/2
Corynebacterium sp. 2/2
Gemella haemolysans 1/1 1/1
Gemella morbillorum 6/6
Lauconostoc cremoris 2/2 1/1
Aerobic bacteria Neisseria sp. 1/1
(gram-negative) Haemophilus parainfluenzae 2/2 1/1
Eikenella corrodens 1/1 3/3
Anaerobic bacteria  Prevotella intermedia 10/10 100. 0% 6/6
(gram—positive) Peptostreptococcus micros 11/11 100. 0% 9/9
Propiouibacterium acnes 1/1
Peptostreptococcus anaerobius 1/1
Peptosteptococcus sp. 1/1
Actinomyces odontolyticus 1/1
Anaerobic bacteria  Prevotella buccae 2/2
(gram-negative) Porphyromonas gingivalis 1/1 2/2
Prevotella melaninogenica 1/1
Prevotella sp. 1/1
Fusobacterium necrophorum 1/1
Total 90/90 100. 0% 47/47 100.0%

Eradication rate = eradication/total
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Table 8. Efficacy in subjects with macrolide resistant oral streptococci

7 days’ treatment study (31 cases)

Causative oral streptococci
Sex Diagnosis usanv P ! L. Bacteriological efficacy
K Other Clinical efficacy at 7
Age Severity of MIC (ug/mL) . at 7 days
(yr) infections strain strain days after treatment after treatment
Y EM TEL
female periodontitis S. salivarius 64 0.06 S. mitis excellent eradication
20 moderate
female periodontitis S. oralis 8 0.5 S. aureus excellent eradication
44 severe G. morbillorum
Prevotella sp.
female | osteitis of jaw S. mitis 4 0.25 — excellent eradication
24 moderate
male pericoronitis S. oralis 4 0.12 S. salivarius excellent eradication
28 moderate
female periodontitis S. oralis >64 0.12 S. costellatus excellent eradication
52 moderate
female | osteitis ofjaw | S. intermedius >64 1 P. intermedia excellent eradication
65 severe P. micros
female periodontitis S. oralis 4 0.25 S. mitis excellent eradication
56 mild
3 days’ treatment study (24 cases)
. X Causative oral streptococci . .
Sex Diagnosis usatty P ! L. Bacteriological efficacy
K Other Clinical efficacy at 3
Age Severity of MIC (ug/mL) . at 3 days
(yr) infections strain strain days after treatment after treatment
Y EM TEL
female | osteitis of jaw S. mitis >64 1 — good eradication
54 moderate
female | osteitis of jaw S. oralis 8 0.25 L. cremoris excellent eradication
66 moderate
male pericoronitis S. mitis 16 1 S. oralis excellent eradication
23 mild P. acnes

EM: erythromycin, TEL: telithromycin

5) MHPEWISHT 2 AR (BRIRRR B X O
SRS

7 HiBe G-k B L OV 8 HMF G- # BRICB T, =7
O J 4 Fiid?: (erythromycin @ MIC 7% 1 ug/mL LL 1)
L YU BRI, EnZEn 7618 X036 TSN
o s Nz, SN OIEBFIOEIRRIE, MWFERIREY
Table 8 |2k L7zo Slp#E Sz~ 7 07 4 Nk
L B ONTIL, 7 HEEGRBRTIX, S. inter-
medius 1%k, S. mitis 1 #%, S. oralis 4 #k3 & U Strepto-
coccus salivarius 1 ¥k, 3 H IG5 HAERTIX, S. mitis 2
B LS. oralis 1k TH o720 ThHDT 7T T A
Pl L o 93RRI T R TARER GRISHEL, &
S TRRERDRIETXTOE[T [H7] DETHo
72

6) etk

7 Hi$ 5388 L O° 3 HM#5-RBRICB 2 H£EH
LOFEBBEE B X 0T % Table 9 (IR L7z,

7 Hi#&5- R, REGERSEHIOH L, FEH

LORBAW L HE SN 3H %K< 32 6 12 )
(87.5%) 223D SN2, WTFRIBRETH -
oo INHLHFEEFRDI D, AL OREEHREGET
ElhhofzFig RMEM X746 (21.9%) 10 4T,
HALEREN > L %<, 4P 54 OKBRE 2 61,
HRAE 1B, KB - BB 160 52 SNz, T o,
DFE, MUHEHE LS, IR B X O RREN S (iF)
WENENLHTORD LN, ZNOHEIEMIIE, &
KEED 72D BHHTAENTE L o220 E2KRE, Wi
NHUEZ LB EFEE L7,

3 HR#&5-R BT, B¥5HER 27 6k 5 ) (18.5
%) 5B DOENTD, WTNIBRETH 72, &
NOAEEHRRD ) LEWEMIE 3H (11.1%) 3#FT, W
AU E R EA 26 24 (FEfEB X Okfl) B X O
BIMZEA 1B TH Y, RN O R AT L7290
bNadolze TNHEIERIZ, wWIih b U@z LhEL
BFEBL 72,
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Table 9.

7 days’ treatment study (35 cases)

Adverse events

Adverse events (AEs) Adverse drug reactions (ADRs) *
Adverse event evaluated cases with no. of | evaluated cases with no. of
by body system cases AEs (%) ** AEs cases ADRs (%) ** ADRs
All adverse events 32 12 (37.5) 23 32 7 (21.9) 10
Central & peripheral nervous system disorder 35 1 (2.9 2 35 1 (2.9 2
Dizziness 35 1 (2.9 2 35 1 (2.9 2
Gastrointestinal system disorder 35 6 (17.1) 7 35 4 (11.4) 5
Stools watery 35 3 (8.6) 3 35 3 (8.6) 3
Stools loose 35 4 (11.4) 4 35 2 (5.7) 2
Metabolic & nutritional disorder 35 4 (11.4) 4 35 1 (2.9 1
Hyperglycaemia 33 1 (3.0 1 33 1 (3.0 1
Hyperuricacemia 33 1 (3.0) 1 33 0 0
Hypoglycaemia 33 1 (3.0) 1 33 0 0
Serum lipid abnormal 33 1 (3.0 1 33 0 0
White cell and RES disorder 35 6 (17.1) 10 35 2 (5.7 2
Neutropenia 31 2 (6.5) 2 31 1 (3.2 1
Monocytopenia 31 1 (3.2 1 31 0 0
Eosinophilia 31 3 9.7 3 31 1 (8.2 1
Lymphocytosis 31 2 (6.5) 2 31 0 0
Basophilia 31 2 (6.5) 2 31 0 0
3 days’ treatment study (27 cases)
Adverse events (AEs) Adverse drug reactions (ADRs) *
Adverse event evaluated cases with no. of | evaluated cases with no. of
by body system cases AEs (%)** AEs cases ADRs (%) ** ADRs
All adverse events 27 5 (18.5) 5 27 3 (11.1) 3
Gastrointestinal system disorder 27 3 (11.1) 3 27 2 (7.4 2
Stools loose 27 1 3.7 1 27 1 (3.7 1
Stomachache 27 1 3.7 1 27 0 0
Constipation 27 1 3.7 1 27 1 3.7 1
Body as awhole—general disorder 27 2 (7.4) 2 27 1 3.7 1
Feeling of warmth facial 27 1 3.7 1 27 1 3.7 1
Feeling of warmth 27 1 3.7 1 27 0

*Adverse drug reactions (ADRs) are adverse events of which relationship with the study drug could not be ruled out.

**Since some patients had multiple AEs or ADRs, the number of cases with AEs or ADRs does not agree with the total of the numbers of

cases with AEs or ADRs in each category.
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Oral tissue distribution, efficacy and safety of telithromycin in patients
with dental or oral surgery infection

Jiro Sasaki” and Akihiro Kaneko”

UEmeritus Professor, ?Department of Oral Surgery, School of Medicine, Tokai

University, Bouseidai, Isehara, Kanagawa, Japan

A clinical pharmacology study to investigate the transferability of telithromycin (TEL), a novel ketolide
oral antibiotic, into oral cavity tissues, and a phase II clinical study by TEL 600 mg once daily for 7 days
(7 days’ treatment study) and a phase III clinical study by TEL 600 mg once daily for 3 days (3 days’
treatment study) against infectious patients in the field of dentistry and oral surgery were performed.
Following results were obtained.

1. Transferability into oral cavity tissues (clinical pharmacology study)

The oral cavity tissue concentration 3 to 6 hours after the single treatment of TEL 600 mg in 11 cases for
the data analysis was 1.72 ug/g in gingiva, 1.13 ug/mL in the wound exudate after exodontia, and so the
transfer rate was 3.33 in gingiva and 2.20 in wound exudate after exodontia, respectively.

2. Clinical efficacy

The clinical efficacy rate by rating ratio after 7 days in 7 days’ treatment study against 31 cases for the
data analysis was 100% (31/31). The clinical efficacy rate by rating ratio after 3 days’in 3 days’ treatment
study against 24 cases for the data analysis was 91.7% (22/24).

3. Bacteriological efficacy

The eradication rate after 7 days in 7 days’ treatment study against 29 cases for the data analysis of
bacteriological efficacy was 100% (29/29). The eradication rate after 3 days in 3 days’ treatment study
against 22 cases for the data analysis of bacteriological efficacy was 95.5% (21/22).

4. Safety

The adverse events undeniable the causal relationship with TEL were not observed in the clinical
pharmacology study, and occurred in 7 cases (21.9%, 10 events) out of 32 cases for the data analysis in
7 days’ treatment study and in 3 cases (11.1%, 3 events) out of 27 cases for the data analysis in 3 days’
treatment study.

Considering from above results, it was suggested that TEL was well transferred into oral cavity tissues
after TEL 600 mg oral treatment and TEL 600 mg once daily for 3 days’ treatment exhibited sufficient
efficacy against infectious patients in the field of dentistry and oral surgery and there were no problems in
the safety and further the good drug—intake compliance was expected owing to the once daily treatment.



